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REMARKS 

Upon entry of the foregoing amendment, claims 1-15 are pending for the Examiner's 
consideration with claim 1 being the only independent claim. Claims 20-40 are all cancelled 
without prejudice to or disclaimer of the subject matter contained therein. Claims 16-19 have 
been withdrawn from consideration. Claim 1 has been amended herein. Applicants respectfully 
submit that the present amendment introduces no new matter. In this regard, the Examiner is 
referred to, for example, page 3, lines 9-11, page 9, lines 9-12, and page 1 1, lines 5-27 of the 
application as originally filed. 

Rejection Under 35 U.S.C. § 103(a) 

The Examiner has rejected claims 1-15 under 35 U.S.C. § 103(a) as being 
unpatentable over U.S. Patent No. 5,707,644 ("the '644 patent") in view of U.S. Patent Nos. 
5,424,286 ("the '286 patent") and 5,610,159 ("the '159 patent"). Independent claim 1 has been 
amended herein, thereby rendering this rejection moot. 

Without conceding the propriety of the rejection as to the original claims, Applicants 
respectfully submit that this rejection cannot properly be maintained for claims 1-15 as presented 
herein. Applicants respectfully submit that the Examiner has not established a prima facie case 
of obviousness for at least the reason that the Examiner has not provided a sound reason why a 
person of ordinary skill in the art would have combined the teachings of the cited documents. 

The '644 patent is directed to a drug delivery composition for intranasal delivery that 
includes a plurality of bioadhesive microspheres and a systemically active drug. One of the 
listed drugs is insulin. See, for example, Column 2, Lines 22-32, Column 7, Lines 26-27, and 
the Abstract of the '644 Patent. As the Examiner recognizes, the '644 patent makes no mention 
of exendin. In an attempt to remedy the deficiency in the teachings of the '644 patent, the 
Examiner refers to the '286 patent, which is directed to compositions of exendin (e.g., exendin- 
4) for the treatment of diabetes mellitus. The Examiner asserts on page 2 of the Office Action 
that "[I]t would have been obvious to one of ordinary skill in the art to add exendin to the 
composition of Ilium [the '644 patent] containing insulin to achieve the benefical [sic] effect of 
an additional anti-diabetic agent." Applicants respectfully submit that the Examiner's position 
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cannot be supported in light of the declaration filed herewith, Declaration of Elliot W. Ehrich, 
M.D. Under 37 C.F.R. § 1.132 (referred to herein as the "Ehrich Declaration"). 

Dr. Ehrich has over fourteen years experience in the biotechnology and 
pharmaceutical industries. He is currently employed by Alkermes, Inc. 1 as Senior Vice 
President, Research and Development, and Chief Medical Officer. Ehrich Declaration, K 1. A 
copy of Dr. Ehrich 's curriculum vitae is attached to the Ehrich Declaration. 

As explained in J 5 of the Ehrich Declaration, administration of insulin requires dose 
titration to achieve clinical glycemic goals. Insulin is administered in 2IU, 6IU, and 10IU 
dosage forms, and the amount of titration required is dependent upon the patient's blood glucose 
level. Id In contrast to insulin, exendin is not a titratable drug; exendin is a fixed dose drug. 
Ehrich Declaration, U 6. In general, when a drug requiring titration, such as insulin, is 
administered in a combination therapy with a fixed dose drug, the patient will underdose or 
overdose on the fixed dose drug. Id. Therefore, administering insulin, a drug requiring titration, 
with exendin, a fixed dose drug, will cause the patient to underdose or overdose on exendin. Id. 
Overdosing of exendin will result in hypoglycemia and/or nausea, and underdosing of exendin 
will result in hyperglycemia and/or an increased risk of complication associated with diabetes. 
Id. For at least these reasons, Dr. Ehrich concludes that the addition of exendin to an insulin 
formulation such as that disclosed in the '644 patent would not, contrary to the Examiner's 
assertion, have achieved a "beneficial effect of an additional anti-diabetic agent." Rather, the 
addition of exendin to an insulin formulation such as that disclosed in the '644 patent would 
result in hypoglycemia and/or nausea, or hyperglycemia or other complications, and not an 
additional beneficial anti-diabetic effect. Because the Examiner's reason for combining the '644 
patent with the other cited documents cannot be supported, Applicants respectfully submit that 
the Examiner has not established a prima facie case of obviousness, and the rejection cannot 
properly be maintained. 

The Examiner also states on page 2 of the Office Action that "[Controlled release is 
taught (column 6 line 25)" in the '644 patent. Column 6, lines 24-27 of the '644 patent read as 
follows: 



1 The above-captioned application is owned by Alkermes Controlled Therapeutics Inc., a subsidiary of Alkermes, 
Inc. 
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Microcapsules of a similar size, which are bioadhesive and which have controlled 
release properties, may also provide similar benefit in terms of an increased and 
modified bio-availability of administered drugs. 

Applicants respectfully submit that mention of "controlled release properties" does 
not suggest, much less render obvious, the requirement in claim 1 that "the labile agent is 
released for a period of at least about two weeks." In particular, the Examiner has relied upon 
the fact that the 4 644 patent discloses an insulin composition in order to assert a reason for 
combining it with the '286 patent. All of the insulin examples in the '644 patent report mean % 
plasma glucose concentrations over a period of only about four hours (240-250 minutes), which 
does not suggest to one skilled in the art that a sustained release composition in which insulin is 
released for a period of at least about two weeks could be made, particularly given that insulin 
requires dose titration. For this reason as well, Applicants respectfully submit that the Examiner 
has not established a prima facie case of obviousness, and the rejection cannot properly be 
maintained for the claims as presented herein. 

Finally, the Examiner states on page 2 of the Office Action that "it would be further 
obvious to one of ordinary skill to include triamcinolone acetonide in the obvious composition to 
achieve the beneficial effect of treating inflammation associated with diabetes." Claim 1 as 
amended herein requires that "the corticosteroid is present in an amount sufficient to modify the 
release profile for the labile agent from the biocompatible polymer and provide increased 
bioavailability of the labile agent." None of the documents cited by the Examiner discloses or 
suggests that a corticosteroid is present in an amount sufficient to modify the release profile for 
the labile agent from the biocompatible polymer and provide increased bioavailability of the 
labile agent. To establish a prima facie case of obviousness, all of the claim limitations must be 
taught or suggested by the prior art. M.P.E.P. § 2143.03. Therefore, even if the documents 
could properly be combined, which Applicants do not concede, the claimed invention does not 
result, and no prima facie case of obviousness has been established. 

For at least all of the foregoing reasons, Applicants respectfully submit that the 
rejection under 35 U.S.C. § 103(a) cannot properly be maintained for the original claims, or the 
claims as presented herein. 



Application No.: 10/681,571 



9 



Docket No.: 000166.2040-US01 



Other Matters 



The Office Action included as attachments a Form PTO-892, as well as Information 
Disclosure Statements filed by Applicants. However, the initials of the Examiner were 
inadvertently omitted from the Information Disclosure Statement (PTO/SB/08A/B) filed on 
March 9, 2007. Accordingly, another copy of this document is attached to this Response, and 
the Examiner is respectfully requested to initial the attached document, and return the initialed 
copy to Applicants with the next communication. 



accommodated, or rendered moot. Applicants therefore respectfully request that the Examiner 
reconsider all presently outstanding objections and rejections and that they be withdrawn. 
Applicants believe that a full and complete response has been made to the outstanding Office 
Action and, as such, the present application is in condition for allowance. If the Examiner 
believes, for any reason, that personal communication will expedite prosecution of this 
application, the Examiner is invited to telephone the undersigned at the number provided. 



Conclusion 



All of the stated grounds of objection and rejection have been properly traversed, 



Prompt and favorable consideration of this Amendment is resj 




Dated: July 9, 2007 



COVINGTON 81 BURLING LLP 
1201 Pennsylvania Avenue, N.W. 
Washington, DC 20004-2401 
(202) 662-6000 
Attorney for Applicant 



